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(54) nPEHAPAT rEMOflUHAMUHEGKOrO flEI4CTBM51 C OYHKLll/IEki HOPMAJ1M3AL4MM 
KMCJlOTHO-OCHOBHOrO PABHOBECHfl M a/lEKIPOJlMTHOrO BAJIAHCA 



(57) 

l/l3o6peTeHkie othocmtcr k MeAi^u^He ki 

MeAMI4MHCK0£^ npOMblUJJieHHOCTkl. CylMHOCTbK) 

M3o6peTeHn« j^enyiera npenapar 
reMOAMHawMMecKoro p,ei^cTB\A9\ c c{)yHKUnet^ 

HOpMannaai^MH KMC/lOTHO-OCHOBHOrO M 

QjieKTponnTHoro SajiaHca, npeACTaenflioLi^MM 



coQoih BOAHbiii^ pacTBop AeKcrpaHa c MM 40000, 
coAep}KaL^i<i(^ Kani<in x/iopMA, Kanbi^M^ xjiopi^A. 
MarHM5i xnopuA, Hajpun xnopnA. ai^eTar Haxpuji. 
TexHUHecKMM peayjibraroM SBnyieTCfl KoppeKUMW 
BOAHO-sneKTpojiMTHoro SajiaHca n CHM>KeHMe 
MeTa6onMHecKoro ai^nAoaa. 2 Ta6ji. 



o 



-1- 




(19)|^y(11) 



2 185 173 C2 



(5i)int CI7 ^ 5^ 1^ 31/721, 33/14, A 61 P 
7/08 



RUSSIAN AGENCY 
FOR PATENTS AND TRADEMARKS 



(12) ABSTRACT OF INVENTION 



(21), (22) Application: 2000123843/14. 20.09.2000 


(71) 


Applicant: 






Gosudarstvennyj institut krovezamenitelej i 


(24) Effective date for property rights: 20.09.2000 




meditsinskikh preparatov 


(46) Date of publication: 20.07.2002 


(72) 


Inventor: Khijabich K.G., 






Chernenko G.T., Merzlov VP. 


(98) Mail address: 




109044, Moskva, Lavrov per, 6, GIKiMP, 


(73) 


Proprietor: 


patentnyj otdel 




Gosudarstvennyj institut krovezamenitelej 1 






meditsinskikh preparatov 



CM 
O 

CO 
00 



(54) PREPARATION OF HEMODYNAMIC ACTION WITH THE FUNCTION FOR NORMALIZATION OF ACID-BASE 
BALANCE AND ELECTROLYTE ONE 



(57) Abstract: 

FIELD: medicine, medicinal industry. 
SUBSTANCE: invention deals with a 
preparation of hemodynamic action with the 
function for normalization of acid-base and 
electrolyte balances as an aqueous dextran 



solution with MM 40000 containing potassium 
chloride, calcium chloride. magnesium 
chloride, sodium chloride, sodium acetate. 
It is obtained the correction of 
water-electrolyte balance. EFFECT: decreased 
metabolic acidosis. 1 ex, 2 tbi 



00 



O 
to 



-2- 



00 
Ol 

CO 

O 
ro 



knaoopereHne othocmtca k Mepyii^me m 

MeA^UMHCKO^ npOMblLUJieHHOCTkl (pacTBopbi 

neKapcTBeHHbie). 

Pa3pa6oTaHHbi^ npenapar npeAHaaHaneH 
jieneHMfl TpaBMBTMHecKoro, onepai^HOHHoro, 
TOKCi/iMBCKoro M o>KoroBoro liioKa; a^a 
yjiyHUjeHMW aprepnajibHoro m eeHOSHoro 
KpoBOo6paiMeHMfl c uenbfo npoct)MJiaKTMKH m 
ne^eHUfl rpoMSoaoB, TpoM6oct)ne6MTOB, 
3HA0TepMT0B. 6one3Hn Pet^Ho, npn 
AeanHTOKCMKauuM npM nepmoHHTe. 
naHKpeaTMTe. flSBeHHO-HeKpoTHHecKOM 
aHTepoKonme: npn paannHHbix cocTonHUjix. 
conpoBO)KAaK)LMVixc;i mnoBoneMiieC^, 
coMeraioiAef^cn c HapymeHM^MM BOAHoro ki 
3/ieKTpojiMTHoro 6anaHca, a laiOKe 
MeTaSojiUMecKOM aquAoae. 

HasecTHbiM ananor npenapara 
peononnmioKHH (1-3) flBJiflercfi laioKe 
nnaaMoaaMeii^aKDiAMM pacTBopoM. OAHaKO 

OTJlMHaiOmMMCfl OT HerO C}3apMaK0J10rM«HeCKMM M 

6MonorMMecKMM Ae^CTBueM. 
CociaB peonojinmioKHHa: 
fleKcrpaH - 100 r 
NaCL - 9 r 

BoAa Ann MKbeKUMM - Ro ^ n 
noKaaaHMflMM k npi^MeHeHnto 
peonojiMmioKMHa ABn^iioTcn noHki>KeHHoe 
KanMJiJi^ipHoe KpoBoo^paLi^eH^e, luoKOBoe 
cocTOflHue, o>Korn, paccipoi^CTBa 
aprepnanbHoro u BeHoaHoro KpoBoo6paiMeHHfl. 

HeAociaTKOM peononnmiOKMHa yiBn^ercyi to, 
MTO npn xopoLuew peojiornHecKOM m 
reMOAHHaMMHecKOM ^evicJBm oh He 
cnoco6cTByeT BoccraHOBneHHK) 

KUCJlOTHO-OCHOBHOrO COCTOflHMfl \A CHH>KeHMIO 

ai^MAoaa. OAHaKO b MeAMi^viHCKOf^ npaKTkiKe am 
cocTOflHMfl BCTpeMaiOTcn MpeaBbNat^Ho qacTO, m 
npMMeheHkie npenapara npki luoKe paaxiMMHof^ 
9TMOJioriiM, rpaBMax, TpoM6oaax 6eccnopHo 
Heo6xoAMMO. 

UeribK) naoSpeTeHnyi mns\eTC9^ paapaeoTKa 
neKapcTBeHHoro cpeACTsa, Koropoe o6naAaxio 

6bl He TOJIbKO XOpOLUMMM reMOAMHaMM>^eCKMMM 
CBOplCTBaMM, HO M 6blCTpO BOCCTaHaBHllBanO 
KMCJlOTHO-OCHOBHOe COCTOnHMe \A cHM;Ka;io 

aL(MAoa. 

YKaaaHHafl i^e/ib AOCTuraeicy^ leM, hto 
paapaSoraH HosbiC^ npenapar - ajieicrpojinrHbiPi 
pacTBOp, Koropbif^. o6jiaAan xopoiukiMn 

reMOAt^HaMMHeCKMMM CBOMCTBaMM, 

OAHOBpeMeHHO cnoco6cTByer 34)c|3eKrMBHOMy 

BOCCraHOBJieHMIO KVICJIOrHO-OCHOBHOrO 

paBHGBeci^n \A 6biCTpoMy noAaBJieHMK) 
Mera6onMHecKoro ai4MA03a. 

npenapar npeAcraBJifler co6om BOAHbiM 
pacreop A^KcrpaHa c MO/ieKynapHOi^ MaccoM 
40000, c AoSaBJieHneM cneAyKDU^nx co/ieii: 
Harpkiji xnopnAa, Ka/iufi xnopnAa, Marnnyi 
xnopMAa, Ka/ibi^Mfl xnopnAa m narpufl aueTara. 

ripM o6l4mx OAMHaKOBbix noKaaannRx k 
npMMeneHMK) paapa^oraHHbiM npenapar MMeer 
p^A npenwiyLAecTB nepeA peononumJOKHHOM. 
MoHHbit^ cx)CTaB coneCi noAoSpaH raKUM 
o6paaoM, MTo6bi odpcpeKDABHee, msm 
peonojinmiOKHH cnocoScTBOBarb ycrpaHeHHio 

LUOKOBblX CX)CTOPHUIlH. HOpMajmaai^klM KpOBOTOKa, 

noAasneHMio MeTa6oniiHecKoro "ai^MAoaa. 

EcjiM yMecrb, mto Bce naro/iori/mecKne 
npoL^eccbi, npn Koropbix npuMenqforcji 3J\a 
npenaparbi, conpoBO>KAaiorcji HapyLueHneM 
reMOAMHaMkiKi/i \a OAHOBpeMenHbiM paaBumeM 
ai^MAoaa, a paapaOoraHNbiM npenapar 
BoccraHaBJinBaer arn HapymeHUfl, ro 
npeAnoMTviTenbHee np^MeHeHi/ie droro 
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npenapara, a ne peononi^rnK)KkiHa. 

npenapar npuweHfliOT y Bapooibix m Aeref^ 
KaK KOMnoHeHT HHCjDyaMOHHoC^ repanMki. 
npenapar npuMeHflior BHyrpuBeHHO. B 
aaBMCMMOcru or naronornMecKoro npoi^ecca 
cyroMHafl Aoaa An« sapoc/ibix 5-20 wn/Kr, a y 
AereM 5-10 MJi/Kr. 

nonyHeHo paapeuieHne 
cPapMaKonornHecKoro rocyAapcTBeHHoro 
KoMnrera Ha npoBeASHne KnuHMMecKnx 
ncnbiraHni^ npenapara (nporoKon 4 or 27 Maw 
1999 r). 

npuroroBJieHMe npenapara 
xapaKTepMayercfl cneAytoiUMM npuMepoM. 

npMMep. 100 r AeKcrpaHa c MM 40000. 5,26 
r Harpufi xnopnAa, 0,37 r Kannfl xnopnAa, 0,56 
r KajibUMw xnopnAa, 0,30 r Marnnfl xjiopnAa, 
0.68 r HarpMfl ai^erara pacrsopfliOT b 900 wn 
anviporeHHoCi BOAbi m AOSOAflr o6"beM pacrBopa 
AO 1 n, pH pacTBopa ne rpeCyer AoeeAennyi m 
BejiMHMHa aroro noKasaTeiifl cocTaBJifler 6.0-7,0. 

PacTBop cpMnbTpyK)T Hepea crepunnayKDinne 
c{)Mnbrpbi, paannBaioT no 50. 100. 200 n 400 Mn 
B 6yrb!JiKM creKHHHHbie AnJi KpoBn, 
rpaHcc|3yanoHHbix ui nHct^yanonnbix npenaparoB 
no rOCT 10782-85*. yKynopi/isaHDr npoGxaMU na 
peanHbi MapKM 52-369/1 no TV 38-006-269-90. 
o6)KMMaior KOJinaHxaMU a/itoMMHkieBbiMM no 
rOCT P 51314-99 \Am no 100. 250. 500 m 1000 
MJi B eMKOcru Ma nonnarnneHa hm3ko£^ 
nnorHOcru no fOCT 16337-77*E wapKH 
10803-020 (copr BbicLuuM v\m nepsbM) c 
TO/iLHHHOi^ creHKM He Menee 0,5 mm. Ha Ka>KAyK) 
OyibinKy nnn eMKocrb HaKfienBaior arnKerKy. 
3rnKerKa b coorBercTBm/i c Pfl 00001910-6-92, 
ecjiM Her orrncKa Ha eMKOCTM. 

npenMyii^ecrBO aasBJiJieMoro npenapara 
nepeA peonojinmiOKHHOM noKaaano na MHorux 
sKcnepuMeHrax na SnojiornHecKnx MOAexiflx. 
TaK, KorAa y JKMBorHbix (kolukm) nocne 
KpoBonorepki paaBMBancn Mera6ojiviMecKMC^ 
ai^MAoa G naAenneM pH KpoBH ao 6.4, OAHOf^ 
rpynne B/inBajiM npenapar, a sropoC^ - 
peononnrjiicKMH b pasHbix KonnMecrBax. Y 
>KMBOTHbix, nony^MBUJMX peononnrnioKHH, pH 
KpoBM npaicrnMecKM ne BoccraHOBuncq. b ro 
BpeMJ? KaK nocne HHcfDyann aaHBiiJieMoro 
npenapara pH aa KoporKoe speMfl ycraHOBuncfl 
Ha HopManbHOM yposne, a anaMur, m ai^MAoa 
6bm KynnpoBan. 

Peayjibrarbi aKcnep^ivieHra npeAcraBfienbi b 
ra6ji.1. 

EojibLuan KOHL^eHrpai^M^ Ha6opa coxief^ y 
aaqBJieHHoro npenapara no cpaBHeHMio c 
awepuKaHCKMMH npenaparaMU AQKcrpan 40 n 
AeKcrpaH 70, oco6eHHO auerara (50 mM nporuB 
5-10 mM). nyMLue KowneHcupyer fXQ(^v\\\v\'x conei^ 
KpoBH M Me>KrKaHeB0M >KMAK0crM. a TaK>Ke 
actDcfeKrkiBHee KoppeKTupyer MeraSonnMecKnC^ 
aL\MA03. CHuraercji, nro bboahmnm b cocraB 
aayiBJieHHoro npenapara narpMA at^erar npH 
nHct)yaMM B opraHnaM BicntOMaercfl b o6MeH 
BeinecrB m aHuoH CH3-COO- npeapaLAaerc^ 

B H2O M CO2, a KaTMOH Na'*', o6naAaiOL4Hf^ 
BbicoKoCi i4enoMHOCTbK), BaanMOAei^crByer c 
HeAooKMcneHHbiMM KucnorHbiMn npoAyKraMM 
Mera6ojiM3Ma m BoccTaHaBJinBaer pH cpeAbi. 

B ra6ji. 2 yKasano naweHeHMe noKaaarenevi 
KMcnorHo-ocHOBHoro cocroflHMfl M Apyrux 
napaMerpoB kpobm: pH, Aect)Mi4Mr 6yct)epHbix 
ocHOBanuii^ (BE), C0Aep)KaHMe 6HKap6oHaTHbix 
MOHOB (HCO3"), HanpflxeHne ymeKucnoro raaa 
(PCO2) y 3KcnepMMeHranbHbtx )KHBorHb!x 
(KOLueK) nocne aaMeu^enkin KpoBonorepki 



CM 
O 

CO 

10 

00 



-3- 



saflBJieHHbiM npenapaioM. 

y HapKOTMSnpoBaHHbix KoiueK noc/ie 
MacckiBHof^ KpoBonorepH (30 mji/kp) pa3BHnocb 
HapyuueHkie o6MeHa Beu^ecTB. npM KOTopoM 
Hepea 5 mmhvt nocne aaiviemeHMfl KpoBonorepM 
aaflBJieHHbiM npenapaiow Ha (pone 
BoccTaHOBJieHMfl aprepMajibHoro Aas/ieHUfl pH 
KpoBM eme ocraBanocb CHiDKeHHbiivi, flectJuunT 
6yct)epHbix ocHOsaHMt^ KpoBM (BE) npeBbiman 

MCXOAHblPl ypOBeHb (-13,6±0,6 MMOJlb/n npoTMB 

-7,45±0.6 MMOJib/n). Mepea 2-4 Maca nocne 
MH(4)yaMki npenapaTa npoi/icxoAM/ia KoppeKi^M^i 

KUCnOTHO-OCHOBHOrO COCTOflHUn: pH 

HopMannaoBa/icq. necpv\[\\Aj 6y0epHbix 
ocHOBaHMt^ cyi^ecTseHHo yMeHboinncfl, a 
coflep>KaHMe 6nKap6oHaTHb!x hohob (HCO3') m 
Hanpfl)KeHMe ymeKucnoro raaa (pCO 2) 

npit6nM}KaJT0Cb K MCXOAHbIM SHaHeHMflM. 

nonyHeHHbie AaHHbie CBMAerenbCTByioT o 
TOM, MTo BHyrpuBeHHoe BBeAeHne asHBJieHHoro 
npenapara KoiuKaiw npn ocrpoC^ KpoBonorepe 
npuBOAUT K AnnrenbHOMy BoccTaHoaneHHio 

ypOBH?1 OKMCJlMTenbHO-BOCCTaHOBMTe/lbHblX 

npoueccoB b nocTpaflaeLueM opraHi/i3Me. 

KBMHTaconb (no nareHry RU 2056837), 
coAep>Kati^MM conesbie KOMnoHeHTbi n 
KOHL^eHTpauMM, HTO M y 3aflBneHHoro npenapara, 
laiOKe npeAHaaHaneH p^9\ HopManM3ai4MM 

KUCnOTHO-OCHOBHOrO paBHOBeCMH M 

BOAHO-aneKipojiMTHoro 6ajiaHca. OAHaxo 

KBMHTaCOJIb, KBK \A BOB Kpi>1CTanJ10MAHbie 

pacTBopbi, B TOM ^lAcne M KOMnjieKCHbie 
(naicracoji m ap ), AOBOJibHO GbiCTpo nepexoAMT 
Mepea cocyAMcryKD MeM6paHy b Me>KicneTOMHoe 
npocrpaHCTBO, ysenmrna^ oGteM nnaaMbi 
jiMiJJb Ha 25% or BBeAeHHoro oS'beMa. TaKoe 
cbomctbo npenapara ne noaBOJifler SMy 
AocraroHHo HaAe>KHo m AnnTSJibHO npoABJiATb 
CBoe ;ieHe6Hoe AeftcrBne. 

HeAocrarKOM npenaparoB na ocHose 
AeKcrpana yiBnaeTCfl mx aaKuc/iBHue b npouecce 
xpaneHMP ao pH. paBHOM 4,0 y 
peonojinmiOKMHa, m ao pH 3,5 y 
peonojiMmioKi/iHa c mioKoaof^. Kni^HML^kicTbi 
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nojiaraioT, hto nnaaMoaaMeHHre/iM ne AOJi>KHbi 

MMSTb TBKMe HUaKMB aHaMeHMfl pH AHfl 

npMMSHeHMfl nocTpaAaBLUMM c paaBUBLUkiMCfi 
auii/iAoaoM. 

YMMTbiBafl cboRctbo AeKcrpana yAep>KMBaTb 
BOKpyr cBoeR MonsKynbi BOAHbie pacTBopbi, 
npeACTaBnwnocb i4enecoo6pa3HbiM coeAHHHTb 
coneBOM KOMnneKC KBUHraconfl c ASKcrpaHow 40 
M nccneAOBaTb na coBMecTHMocrb m 
CTaOMfibHocTb B npoqecce xpaHennfl. 
3aflBnHeMbiM npenapar no bcgm 
cf)MaMKO-xMMMHecKHM npenapaTaM OKaaanca 
COBMeCTMMbIM kl CTa6MJ1bHblM, a 3HaMeHMe pH 

HeMaMSHHO yAep^Ki^Banocb b npsAenax 6,0-7.0. 
Eojiee AHiiTejibHoe yAep)KaHMe cojieBoro 
pacTBopa BOKpyr MoneKy/i A^KCTpaHa (ao 3-x 
cyroK), a anamiT, b cocyAHcroM pycne 
o6ecneHMBaeT npoAOiDKure/ibHoe Bpewfl 
npeAOTBpameHMfl ai^MAoaa m HopMannayei 
OKMCJinrenbHo-BoccTaHOBMTenbHbiM noTeHi^nan. 
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cDopMyna M3o6peTeHMfl: 

flpenapar reMOAHHaMUHecKoro p,e\ACJBV\9\ c 
cf)yHKL^nei;^ HopMannaaLinn KUcnorHO-ocHOBHoro 
M GJieKTpojinrHoro 5anaHca na ocHOBe 
AeKcrpana c MM 40000 b boahom pacrsope 
Haipufl xnopnAa, oiJiUHaKJiAnC^cfl tcm, mto 
npenapar AononHnrenbHO cx)Aep>»<HT Kannfl 
xjiopnA. KajibL^Mfl xjiopnA. Mamnfl xnopuA m 
HarpMfl ai4eraT npvi cjisAyioLi^eM cooTHoujeHMM 

KOMnOHeHTOB: 

fleKcrpaH c MM 40000 - 100,0 r 
KajiMJi xnopMA - 0,37 r 
KanbL^nyi xnopuA - 0,56 r 
Mamnfl xnopuA - 0,30 r 
Harpufl xjiopuA - 5,26 r 
Harpufl auerar - 6,80 r 
BoAa Ann MHiaeKUMM - flo 1,0 r 
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Ta6jTHua 1 



BpeMA Ha6jiK)AeHHfl 


noKasaTejin PH 


peonojrarjnoKHH 


3a«[BJixeMBiii npenapar 


^0 KpoBonoTepH 


7,4+0,03 


7,5±0,04 


Hepes 2 naca nocjie KpoBonoTepn 


6,4+0,02 


6,5±0,03 


nocjie BBeasnm pacreopoB 






4epe3 5 MHHjrr 


6.6+0,02 


6,9+0,02 


Hepe3 1 Hac 


6,7+0,01 


7,2+0,03 


Hepe3 4 Haca 


6,6+0,03 


7,3+0,01 



noKasareiTb 


pH, en. 


BE, 


HCO3", 


pCO,, 


<M 


Ha6jiio;(eHH^ 




MMOJlb/jI 


MMOJIb/n 


MM pT.CT. 




^0 KpoBonorepH 


7,426+0,04 


-7,45+0,6 


15,45+1,4 


24,4+1,7 


CO 


Tlocjie HH^ysHH 
npenapara 












5 MHHyr 


7,373+9,02 


-13,6+0,6 


11,2+0,8 


19,2+1,5 


00 


2 Haca 


7,462+0,01 


-9,2+1,2 


14,65+1,1 


20,4+1,4 




4 4aca 


7,464+0,01 


-3,6+0,9 


14,90±1,3 


20,3+0,7 
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